AUTHENTICATED
U.S. GOVERNMENT
INFORMATION

GPO

§25.60

available from the Division of Dockets
Management (HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852.

[62 FR 40592, July 29, 1997, as amended at 68
FR 24879, May 9, 2003]

Subpart F—Other Requirements

§25.60 Environmental effects abroad
of major agency actions.

(a) In accordance with Executive
Order 12114, ‘“‘Environmental Effects
Abroad of Major Federal Actions” of
January 4, 1979 (44 FR 1957, January 9,
1979), the responsible agency official, in
analyzing actions under his or her pro-
gram, shall consider the environmental
effects abroad, including whether the
actions involve:

(1) Potential environmental effects
on the global commons and areas out-
side the jurisdiction of any nation, e.g.,
oceans and the upper atmosphere.

(2) Potential environmental effects
on a foreign nation not participating
with or otherwise involved in an FDA
activity.

(3) The export of products (or emis-
sions) that in the United States are
prohibited or strictly regulated be-
cause their effects on the environment
create a serious public health risk.

(4) Potential environmental effects
on natural and ecological resources of
global importance designated under the
Executive Order.

(b) Before deciding on any action
falling into the categories specified in
paragraph (a) of this section, the re-
sponsible agency official shall deter-
mine, in accordance with section 2-3 of
the Executive Order, whether such ac-
tions may have a significant environ-
mental effect abroad.

(c) If the responsible agency official
determines that an action may have a
significant environmental effect
abroad, the responsible agency official
shall determine, in accordance with
section 2-4 (a) and (b) of the Executive
Order, whether the subject action calls
for:

(1) An EIS;

(2) A bilateral or multilateral envi-
ronmental study; or

(3) A concise environmental review.
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(d) In preparing environmental docu-
ments under this subpart, the respon-
sible official shall:

(1) Determine, as provided in section
2-5 of the Executive Order, whether
proposed actions are subject to the ex-
emptions, exclusions, and modification
in contents, timing, and availability of
documents.

(2) Coordinate all communications
with foreign governments concerning
environmental agreements and other
arrangements in implementing the Ex-
ecutive Order.

PART 26—MUTUAL RECOGNITION
OF PHARMACEUTICAL GOOD
MANUFACTURING PRACTICE RE-
PORTS, MEDICAL DEVICE QUAL-
ITY SYSTEM AUDIT REPORTS, AND
CERTAIN MEDICAL  DEVICE
PRODUCT EVALUATION REPORTS:
UNITED STATES AND THE EURO-
PEAN COMMUNITY

Sec.
26.0 General.

Subpart A—Specific Sector Provisions for
Pharmaceutical Good Manufacturing
Practices

26.1 Definitions.

26.2 Purpose.

26.3 Scope.

26.4 Product coverage.

26.5 Length of transition period.

26.6 Equivalence assessment.

26.7 Participation in the equivalence assess-
ment and determination.

26.8 Other transition activities.

26.9 Equivalence determination.

26.10 Regulatory authorities not listed as
currently equivalent.

26.11 Start of operational period.

26.12 Nature of recognition of inspection re-
ports.

26.13 Transmission of postapproval inspec-
tion reports.

26.14 Transmission of preapproval inspec-
tion reports.

26.15 Monitoring continued equivalence.

26.16 Suspension.

26.17 Role and composition of the Joint Sec-
toral Committee.

26.18 Regulatory collaboration.

26.19 Information relating to quality as-
pects.

26.20 Alert system.

26.21 Safeguard clause.
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APPENDIX A TO SUBPART A—LIST OF APPLICA-
BLE LAWS, REGULATIONS, AND ADMINIS-
TRATIVE PROVISIONS.

APPENDIX B TO SUBPART A—LIST OF AUTHORI-
TIES.

APPENDIX C TO SUBPART A—INDICATIVE LIST
OF PRODUCTS COVERED BY SUBPART A.
APPENDIX D TO SUBPART A—CRITERIA FOR AS-
SESSING EQUIVALENCE FOR POST- AND

PREAPPROVAL.

APPENDIX E TO SUBPART A—ELEMENTS TO BE
CONSIDERED IN DEVELOPING A TWO-WAY
ALERT SYSTEM.

Subpart B—Specific Sector Provisions for
Medical Devices

26.31
26.32
26.33

Purpose.

Scope.

Product coverage.

26.34 Regulatory authorities.

26.35 Length and purpose of transition pe-
riod.

26.36 Listing of CAB’s.

26.37 Confidence building activities.

26.38 Other transition period activities.

26.39 Equivalence assessment.

26.40 Start of the operational period.

26.41 Exchange and endorsement of quality
system evaluation reports.

26.42 Exchange and endorsement of product
evaluation reports.

26.43 Transmission of quality system eval-
uation reports.

26.44 Transmission of product evaluation re-
ports.

26.45 Monitoring continued equivalence.

26.46 Listing of additional CAB’s.

26.47 Role and composition of the Joint Sec-
toral Committee.

26.48 Harmonization.

26.49 Regulatory cooperation.

26.50 Alert system and exchange of
postmarket vigilance reports.

APPENDIX A TO SUBPART B—RELEVANT LEGIS-
LATION, REGULATIONS, AND PROCEDURES.

APPENDIX B TO SUBPART B—SCOPE OF PROD-
UCT COVERAGE.

APPENDIXES C-F TO SUBPART B [RESERVED]

Subpart C—‘Framework” Provisions

26.60
26.61
26.62
26.63
26.64
26.65

Definitions.

Purpose of this part.

General obligations.

General coverage of this part.

Transitional arrangements.

Designating authorities.

26.66 Designation and listing procedures.

26.67 Suspension of listed conformity as-
sessment bodies.

26.68 Withdrawal of listed conformity as-
sessment bodies.

26.69 Monitoring of conformity assessment
bodies.

26.70 Conformity assessment bodies.

26.71 Exchange of information.

§26.0
26.72 Sectoral contact points.
26.73 Joint Committee.
26.74 Preservation of regulatory authority.
26.75 Suspension of recognition obligations.
26.76 Confidentiality.
26.77 Fees.
26.78 Agreements with other countries.
26.79 Territorial application.
26.80 Entry into force, amendment, and ter-

mination.
26.81 Final provisions.

AUTHORITY: 5 U.S.C. 552; 15 U.S.C. 1453, 1454,
1455; 18 U.S.C. 1905; 21 U.S.C. 321, 331, 351, 352,
355, 360, 360b, 360c, 360d, 360e, 360f, 360g, 360h,
3601, 360j, 3601, 360m, 371, 374, 381, 382, 383, 393;
42 U.S.C. 216, 241, 2421, 262, 264, 265.

SOURCE: 63 FR 60141, Nov. 6, 1998, unless
otherwise noted.

§26.0 General.

This part substantially reflects rel-
evant provisions of the framework
agreement and its sectoral annexes on
pharmaceutical good manufacturing
practices (GMP’s) and medical devices
of the ‘“‘Agreement on Mutual Recogni-
tion Between the United States of
America and the European Commu-
nity”’ (the MRA), signed at London
May 18, 1998. For codification purposes,
certain provisions of the MRA have
been modified for use in this part. This
modification is done for purposes of
clarity only and shall not affect the
text of the MRA concluded between the
United States and the European Com-
munity (EC), or the rights and obliga-
tions of the United States or the EC
under that agreement. Whereas the
parties to the MRA are the United
States and EC, this part is relevant
only to the Food and Drug Administra-
tion’s (FDA’s) implementation of the
MRA, including the sectoral annexes
reflected in subparts A and B of this
part. This part does not govern imple-
mentation of the MRA by the EC,
which will implement the MRA in ac-
cordance with its internal procedures,
nor does this part address implementa-
tion of the MRA by other concerned
U.S. Federal agencies. For purposes of
this part, the terms ‘‘party’ or ‘‘par-
ties,” where relevant to FDA’s imple-
mentation of the MRA, should be con-
sidered as referring to FDA only. If the
parties to the MRA subsequently
amend or terminate the MRA, FDA
will modify this part accordingly,
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using appropriate administrative pro-
cedures.

Subpart A—Specific Sector Provi-

sions for Pharmaceutical
Good Manufacturing Prac-
fices

§26.1 Definitions.

(a) Enforcement means action taken
by an authority to protect the public
from products of suspect quality, safe-
ty, and effectiveness or to assure that
products are manufactured in compli-
ance with appropriate laws, regula-
tions, standards, and commitments
made as part of the approval to market
a product.

(b) Equivalence of the regulatory sys-
tems means that the systems are suffi-
ciently comparable to assure that the
process of inspection and the ensuing
inspection reports will provide ade-
quate information to determine wheth-
er respective statutory and regulatory
requirements of the authorities have
been fulfilled. Equivalence does not re-
quire that the respective regulatory
systems have identical procedures.

(c) Good Manufacturing Practices
(GMP’s). [The United States has clari-
fied its interpretation that under the
MRA, paragraph (c)(1) of this section
has to be understood as the U.S. defini-
tion and paragraph (c)(2) as the EC def-
inition.]

(1) GMP’s mean the requirements
found in the legislations, regulations,
and administrative provisions for
methods to be used in, and the facili-
ties or controls to be used for, the man-
ufacturing, processing, packing, and/or
holding of a drug to assure that such
drug meets the requirements as to safe-
ty, and has the identity and strength,
and meets the quality and purity char-
acteristics that it purports or is rep-
resented to possess.

(2) GMP’s are that part of quality as-
surance which ensures that products
are consistently produced and con-
trolled to quality standards. For the
purpose of this subpart, GMP’s include,
therefore, the system whereby the
manufacturer receives the specifica-
tions of the product and/or process
from the marketing authorization/
product authorization or license holder
or applicant and ensures the product is
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made in compliance with its specifica-
tions (qualified person certification in
the EC).

(d) Inspection means an onsite evalua-
tion of a manufacturing facility to de-
termine whether such manufacturing
facility is operating in compliance
with GMP’s and/or commitments made
as part of the approval to market a
product.

(e) Inspection report means the writ-
ten observations and GMP’s compli-
ance assessment completed by an au-
thority listed in Appendix B of this
subpart.

(f) Regulatory system means the body
of legal requirements for GMP’s, in-
spections, and enforcements that en-
sure public health protection and legal
authority to assure adherence to these
requirements.

[63 FR 60141, Nov. 6, 1998; 64 FR 16348, Apr. 5,
1999]

§26.2 Purpose.

The provisions of this subpart govern
the exchange between the parties and
normal endorsement by the receiving
regulatory authority of official good
manufacturing practices (GMP’s) in-
spection reports after a transitional pe-
riod aimed at determination of the
equivalence of the regulatory systems
of the parties, which is the cornerstone
of this subpart.

§26.3 Scope.

(a) The provisions of this subpart
shall apply to pharmaceutical inspec-
tions carried out in the United States
and Member States of the European
Community (EC) before products are
marketed (hereafter referred to as
“preapproval inspections’) as well as
during their marketing (hereafter re-
ferred to as ‘‘postapproval inspec-
tions’’).

(b) Appendix A of this subpart names
the laws, regulations, and administra-
tive provisions governing these inspec-
tions and the good manufacturing prac-
tices (GMP’s) requirements.

(c) Appendix B of this subpart lists
the authorities participating in activi-
ties under this subpart.

(d) Sections 26.65, 26.66, 26.67, 26.68,
26.69, and 26.70 of subpart C of this part
do not apply to this subpart.
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§26.4 Product coverage.

(a) The provisions of this subpart will
apply to medicinal products for human
or animal use, intermediates and start-
ing materials (as referred to in the Eu-
ropean Community (EC)) and to drugs
for human or animal use, biological
products for human use, and active
pharmaceutical ingredients (as referred
to in the United States), only to the
extent they are regulated by the au-
thorities of both parties as listed in
Appendix B of this subpart.

(b) Human blood, human plasma,
human tissues and organs, and veteri-
nary immunologicals (under 9 CFR
101.2, “‘veterinary immunologicals’ are
referred to as ‘‘veterinary biologicals’’)
are excluded from the scope of this sub-
part. Human plasma derivatives (such
as immunoglobulins and albumin), in-
vestigational medicinal products/new
drugs, human radiopharmaceuticals,
and medicinal gases are also excluded
during the transition phase; their situ-
ation will be reconsidered at the end of
the transition period. Products regu-
lated by the Food and Drug Adminis-
tration’s Center for Biologics Evalua-
tion and Research or Center for Drug
Evaluation and Research as devices are
not covered under this subpart.

(c) Appendix C of this subpart con-
tains an indicative list of products cov-
ered by this subpart.

[63 FR 60141, Nov. 6, 1998, as amended at 70
FR 14980, Mar. 24, 2005]

§26.5 Length of transition period.

A 3-year transition period will start
immediately after the effective date
described in §26.80(a).

§26.6 Equivalence assessment.

(a) The criteria to be used by the par-
ties to assess equivalence are listed in
Appendix D of this subpart. Informa-
tion pertaining to the criteria under
European Community (EC) competence
will be provided by the EC.

(b) The authorities of the parties will
establish and communicate to each
other their draft programs for assess-
ing the equivalence of the respective
regulatory systems in terms of quality
assurance of the products and con-
sumer protection. These programs will
be carried out, as deemed necessary by

§26.9

the regulatory authorities, for post-
and preapproval inspections and for
various product classes or processes.

(c) The equivalence assessment shall
include information exchanges (includ-
ing inspection reports), joint training,
and joint inspections for the purpose of
assessing regulatory systems and the
authorities’ capabilities. In conducting
the equivalence assessment, the parties
will ensure that efforts are made to
save resources.

(d) Equivalence assessment for au-
thorities added to Appendix B of this
subpart after the effective date de-
scribed in §26.80(a) will be conducted as
described in this subpart, as soon as
practicable.

§26.7 Participation in the equivalence
assessment and determination.

The authorities listed in Appendix B
of this subpart will actively participate
in these programs to build a sufficient
body of evidence for their equivalence
determination. Both parties will exer-
cise good faith efforts to complete
equivalence assessment as expedi-
tiously as possible to the extent the re-
sources of the authorities allow.

§26.8 Other transition activities.

As soon as possible, the authorities
will jointly determine the essential in-
formation which must be present in in-
spection reports and will cooperate to
develop mutually agreed inspection re-
port format(s).

§26.9 Equivalence determination.

(a) Equivalence is established by hav-
ing in place regulatory systems cov-
ering the criteria referred to in Appen-
dix D of this subpart, and a dem-
onstrated pattern of consistent per-
formance in accordance with these cri-
teria. A list of authorities determined
as equivalent shall be agreed to by the
Joint Sectoral Committee at the end of
the transition period, with reference to
any limitation in terms of inspection
type (e.g., postapproval or preapproval)
or product classes or processes.

(b) The parties will document insuffi-
cient evidence of equivalence, lack of
opportunity to assess equivalence or a
determination of nonequivalence, in
sufficient detail to allow the authority
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being assessed to know how to attain
equivalence.

§26.10 Regulatory authorities not list-
ed as currently equivalent.

Authorities not currently listed as
equivalent, or not equivalent for cer-
tain types of inspections, product
classes or processes may apply for re-
consideration of their status once the
necessary corrective measures have
been taken or additional experience is
gained.

§26.11 Start of operational period.

(a) The operational period shall start
at the end of the transition period and
its provisions apply to inspection re-
ports generated by authorities listed as
equivalent for the inspections per-
formed in their territory.

(b) In addition, when an authority is
not listed as equivalent based on ade-
quate experience gained during the
transition period, the Food and Drug
Administration (FDA) will accept for
normal endorsement (as provided in
§26.12) inspection reports generated as
a result of inspections conducted joint-
ly by that authority on its territory
and another authority listed as equiva-
lent, provided that the authority of the
Member State in which the inspection
is performed can guarantee enforce-
ment of the findings of the inspection
report and require that corrective
measures be taken when necessary.
FDA has the option to participate in
these inspections, and based on experi-
ence gained during the transition pe-
riod, the parties will agree on proce-
dures for exercising this option.

(c) In the European Community (EC),
the qualified person will be relieved of
responsibility for carrying the controls
laid down in Article 22 paragraph 1(b)
of Council Directive 75/319/EEC (see Ap-
pendix A of this subpart) provided that
these controls have been carried out in
the United States and that each batch/
lot is accompanied by a batch certifi-
cate (in accordance with the World
Health Organization Certification
Scheme on the Quality of Medicinal
Products) issued by the manufacturer
certifying that the product complies
with requirements of the marketing
authorization and signed by the person
responsible for releasing the batch/lot.
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§26.12 Nature of recognition of inspec-
tion reports.

(a) Inspection reports (containing in-
formation as established under §26.8),
including a good manufacturing prac-
tice (GMP) compliance assessment,
prepared by authorities listed as equiv-
alent, will be provided to the authority
of the importing party. Based on the
determination of equivalence in light
of the experience gained, these inspec-
tion reports will normally be endorsed
by the authority of the importing
party, except under specific and delin-
eated circumstances. Examples of such
circumstances include indications of
material inconsistencies or inadequa-
cies in an inspection report, quality de-
fects identified in the postmarket sur-
veillance or other specific evidence of
serious concern in relation to product
quality or consumer safety. In such
cases, the authority of the importing
party may request clarification from
the authority of the exporting party
which may lead to a request for rein-
spection. The authorities will endeavor
to respond to requests for clarification
in a timely manner.

(b) Where divergence is not clarified
in this process, an authority of the im-
porting country may carry out an in-
spection of the production facility.

§26.13 Transmission of postapproval
inspection reports.

Postapproval good manufacturing
practice (GMP) inspection reports con-
cerning products covered by this sub-
part will be transmitted to the author-
ity of the importing country within 60-
calendar days of the request. Should a
new inspection be needed, the inspec-
tion report will be transmitted within
90-calendar days of the request.

§26.14 Transmission of preapproval
inspection reports.

(a) A preliminary notification that
an inspection may have to take place
will be made as soon as possible.

(b) Within 15-calendar days, the rel-
evant authority will acknowledge re-
ceipt of the request and confirm its
ability to carry out the inspection. In
the European Community (EC), re-
quests will be sent directly to the rel-
evant authority, with a copy to the Eu-
ropean Agency for the Evaluation of
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Medicinal Products (EMEA). If the au-
thority receiving the request cannot
carry out the inspection as requested,
the requesting authority shall have the
right to conduct the inspection.

(c) Reports of preapproval inspec-
tions will be sent within 45-calendar
days of the request that transmitted
the appropriate information and de-
tailed the precise issues to be addressed
during the inspection. A shorter time
may be necessary in exceptional cases
and these will be described in the re-
quest.

§26.15 Monitoring continued equiva-
lence.

Monitoring activities for the purpose
of maintaining equivalence shall in-
clude review of the exchange of inspec-
tion reports and their quality and
timeliness; performance of a limited
number of joint inspections; and the
conduct of common training sessions.

§26.16 Suspension.

(a) Each party has the right to con-
test the equivalence of a regulatory au-
thority. This right will be exercised in
an objective and reasoned manner in
writing to the other party.

(b) The issue shall be discussed in the
Joint Sectoral Committee promptly
upon such notification. Where the
Joint Sectoral Committee determines
that verification of equivalence is re-
quired, it may be carried out jointly by
the parties in a timely manner, under
§26.6.

(c) Efforts will be made by the Joint
Sectoral Committee to reach unani-
mous consent on the appropriate ac-
tion. If agreement to suspend is
reached in the Joint Sectoral Com-
mittee, an authority may be suspended
immediately thereafter. If no agree-
ment is reached in the Joint Sectoral
Committee, the matter is referred to
the Joint Committee as described in
§26.73. If no unanimous consent is
reached within 30 days after such noti-
fication, the contested authority will
be suspended.

(d) Upon the suspension of authority
previously listed as equivalent, a party
is no longer obligated to normally en-
dorse the inspection reports of the sus-
pended authority. A party shall con-
tinue to normally endorse the inspec-

§26.18

tion reports of that authority prior to
suspension, unless the authority of the
receiving party decides otherwise based
on health or safety considerations. The
suspension will remain in effect until
unanimous consent has been reached
by the parties on the future status of
that authority.

§26.17 Role and composition of the
Joint Sectoral Committee.

(a) A Joint Sectoral Committee is set
up to monitor the activities under both
the transitional and operational phases
of this subpart.

(b) The Joint Sectoral Committee
will be cochaired by a representative of
the Food and Drug Administration
(FDA) for the United States and a rep-
resentative of the European Commu-
nity (EC) who each will have one vote.
Decisions will be taken by unanimous
consent.

(c) The Joint Sectoral Committee’s
functions will include:

(1) Making a joint assessment, which
must be agreed by both parties, of the
equivalence of the respective authori-
ties;

(2) Developing and maintaining the
list of equivalent authorities, including
any limitation in terms of inspecting
type or products, and communicating
the list to all authorities and the Joint
Committee;

(3) Providing a forum to discuss
issues relating to this subpart, includ-
ing concerns that an authority may be
no longer equivalent and opportunity
to review product coverage; and

(4) Consideration of the issue of sus-
pension.

(d) The Joint Sectoral Committee
shall meet at the request of either
party and, unless the cochairs other-
wise agree, at least once each year. The
Joint Committee will be kept informed
of the agenda and conclusions of meet-
ings of the Joint Sectoral Committee.

§26.18 Regulatory collaboration.

(a) The parties and authorities shall
inform and consult one another, as per-
mitted by law, on proposals to intro-
duce new controls or to change existing
technical regulations or inspection
procedures and to provide the oppor-
tunity to comment on such proposals.
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(b) The parties shall notify each
other in writing of any changes to Ap-
pendix B of this subpart.

§26.19 Information relating to quality
aspects.

The authorities will establish an ap-
propriate means of exchanging infor-
mation on any confirmed problem re-
ports, corrective actions, recalls, re-
jected import consignments, and other
regulatory and enforcement problems
for products subject to this subpart.

§26.20 Alert system.

(a) The details of an alert system will
be developed during the transitional
period. The system will be maintained
in place at all times. Elements to be
considered in developing such a system
are described in Appendix E of this sub-
part.

(b) Contact points will be agreed be-
tween both parties to permit authori-
ties to be made aware with the appro-
priate speed in case of quality defect,
recalls, counterfeiting, and other prob-
lems concerning quality, which could
necessitate additional controls or sus-
pension of the distribution of the prod-
uct.

§26.21 Safeguard clause.

Each party recognizes that the im-
porting country has a right to fulfill
its legal responsibilities by taking ac-
tions necessary to ensure the protec-
tion of human and animal health at the
level of protection it deems appro-
priate. This includes the suspension of
the distribution, product detention at
the border of the importing country,
withdrawal of the batches and any re-
quest for additional information or in-
spection as provided in §26.12.

APPENDIX A TO SUBPART A OF PART 26—
LIST OF APPLICABLE LAWS, REGULA-
TIONS, AND ADMINISTRATIVE PROVI-
SIONS

1. For the European Community (EC):

[Copies of EC documents may be obtained
from the European Document Research, 1100
17th St. NW., suite 301, Washington, DC 20036.
EC documents may be viewed on the Euro-
pean Commission Pharmaceuticals Units
web site at http:/dg3.eudra.org.]

Council Directive 65/65/EEC of 26 January
1965 on the approximation of provisions laid
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down by law, regulation, or administrative
action relating to proprietary medicinal
products as extended, widened, and amended.
Council Directive 75/319EEC of 20 May 1975
on the approximation of provisions laid down
by law, regulation or administrative action
relating to proprietary medicinal products
as extended, widened and amended.

Council Directive 81/851/EEC of 28 September
1981 on the approximation of the laws of the
Member States relating to veterinary medic-
inal products, as widened and amended.
Commission Directive 91/356)/EEC of 13 June
1991 laying down the principles and guide-
lines of good manufacturing practice for me-
dicinal products for human use.

Commission Directive 91/412/EEC of 23 July
1991 laying down the principles and guide-
lines of good manufacturing practice for vet-
erinary medicinal products.

Council Regulation EEC No 2309/93 of 22 July
1993 laying down Community procedures for
the authorization and supervision of medic-
inal products for human and veterinary use
and establishing a European Agency for the
Evaluation of Medicinal Products.

Council Directive 92/25/EEC of 31 March 1992
on the wholesale distribution of medicinal
products for human use.

Guide to Good Distribution Practice (94/C 63/
03).

Current version of the Guide to Good Manu-
facturing Practice, Rules Governing Medic-
inal Products in the European Community,
Volume IV.

2. For the United States:

[Copies of FDA documents may be obtained

from the Government Printing Office, 1510 H
St. NW., Washington, DC 20005. FDA docu-
ments, except the FDA Compliance Program
Guidance Manual, may be viewed on FDA’s
Internet web site at http:/www.FDA.gov.]
Relevant sections of the United States Fed-
eral Food, Drug, and Cosmetic Act and the
United States Public Health Service Act.
Relevant sections of Title 21, United States
Code of Federal Regulations (CFR) Parts 1-
99, Parts 200-299, Parts 500-599, and Parts 600—
799.
Relevant sections of the FDA Investigations
Operations Manual, the FDA Regulatory
Procedures Manual, the FDA Compliance
Policy Guidance Manual, the FDA Compli-
ance Program Guidance Manual, and other
FDA guidances.
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APPENDIX B TO SUBPART A OF PART 26—
LI1ST OF AUTHORITIES

1. For the United States: In the United
States, the regulatory authority is the
Food and Drug Administration.

2. For the European Community: In the Eu-
ropean Community, the regulatory au-
thorities are the following:

Belgium: Inspection générale de la
Pharmacie, Algemene Farmaceutische
Inspectie.

Denmark: Laegemiddelstyrelsen.

Germany: Bundesministerium fir Gesund-
heit for immunologicals: Paul-Ehrlich-
Institut, Federal Agency for Sera and Vac-
cines.

Greece: E6vikmg Qpyovicpmg Poppokmv, Min-
istry of Health and Welfare, National Drug
Organization (E.O.F).

Spain: For medicinal products for human
use: Ministerio de Sanidad y Consumo,
Subdireccion General de Control
Farmacéutico. For medicinal products for
veterinary use: Ministerio de Agricultura,
Pesca y Alimentacion (MAPA), Direccion
General de la Produccion Agraria.

France: For medicinal products for human
use: Agence du Médicament. For veterinary
medicinal products: Agence Nationale du
Médicament Vétérinaire.

Ireland: Irish Medicines Board.

Italy: For medicinal products for human use:
Ministero della  Sanita, Dipartimento
Farmaci e Farmacovigilanza. For medicinal
products for veterinary use: Ministero della
Sanita, Dipartimento alimenti e nutrizione e
sanita pubblica veterinaria-Div. IX.
Luxembourg: Division de la Pharmacie et
des Médicaments.

Netherlands: Staat der Nederlanden.

Austria: Bundesministerium fir Arbeit, Ge-
sundheit und Soziales.

Portugal: Instituto da Farmacia e do
Medicamento (INFARMED).

Finland: Laakelaitos/Lakemedelsverket (Na-
tional Agency for Medicines).
Sweden: Liakemedelsverket-Medical
ucts Agency.

United Kingdom: For human use and veteri-
nary (non-immunologicals): Medicines Con-
trol Agency. For veterinary immunologicals:
Veterinary Medicines Directorate.

European Community: Commission of the
European Communities. European Agency
for the Evaluation of Medicinal Products
(EMEA).

Prod-

APPENDIX C TO SUBPART A OF PART 26—
INDICATIVE LIST OF PRODUCTS COV-
ERED BY SUBPART A

Recognizing that precise definition of medic-
inal products and drugs are to be found in
the legislation referred to above, an indic-
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ative list of products covered by this ar-
rangement is given below:

—human medicinal products including pre-
scription and nonprescription drugs;

—human biologicals including vaccines,
and immunologicals;

—veterinary pharmaceuticals, including
prescription and nonprescription drugs,
with the exclusion of veterinary
immunologicals (Under 9 CFR 101.2 ‘‘vet-
erinary immunologicals’ are referred to
as ‘‘veterinary biologicals’’);

—premixes for the preparation of veteri-
nary medicated feeds (EC), Type A medi-
cated articles for the preparation of vet-
erinary medicated feeds (United States);

—intermediate products and active phar-
maceutical ingredients or bulk pharma-
ceuticals (United States)/starting mate-
rials (EC).

APPENDIX D TO SUBPART A OF PART 26—
CRITERIA FOR ASSESSING KEQUIVA-
LENCE FOR PosT- AND
PREAPPROVAL

I. Legal/Regulatory authority and structures
and procedures providing for post- and
preapproval:

A. Appropriate statutory mandate and juris-
diction.

B. Ability to issue and update binding re-
quirements on GMP’s and guidance docu-
ments.

C. Authority to make inspections, review
and copy documents, and to take samples
and collect other evidence.

D. Ability to enforce requirements and to re-
move products found in violation of such re-
quirements from the market.

E. Substantive current good manufacturing
requirements.

F. Accountability of the regulatory author-
ity.

G. Inventory of current products and manu-
facturers.

H. System for maintaining or accessing in-
spection reports, samples and other analyt-
ical data, and other firm/product informa-
tion relating to matters covered by subpart
A of this part.

II. Mechanisms in place to assure appro-
priate professional standards and avoid-
ance of conflicts of interest.

III. Administration of the regulatory
authority:

A. Standards of education/qualification and
training.

B. Effective quality assurance systems meas-
ures to ensure adequate job performance.

C. Appropriate staffing and resources to en-
force laws and regulations.
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IV. Conduct of inspections:

A. Adequate preinspection preparation, in-
cluding appropriate expertise of investigator/
team, review of firm/product and databases,
and availability of appropriate inspection
equipment.

B. Adequate conduct of inspection, including
statutory access to facilities, effective re-
sponse to refusals, depth and competence of
evaluation of operations, systems and docu-
mentation; collection of evidence; appro-
priate duration of inspection and complete-
ness of written report of observations to firm
management.

C. Adequate postinspection activities, in-
cluding completeness of inspectors’ report,
inspection report review where appropriate,
and conduct of followup inspections and
other activities where appropriate, assurance
of preservation and retrieval of records.

V. Execution of regulatory enforcement ac-
tions to achieve corrections, designed to
prevent future violations, and to remove
products found in violation of require-
ments from the market.

VI. Effective use of surveillance systems:

A. Sampling and analysis.

B. Recall monitoring.

C. Product defect reporting system.

D. Routine surveillance inspections.

E. Verification of approved manufacturing
process changes to marketing authoriza-
tions/approved applications.

VII. Additional specific criteria for
preapproval inspections:

A. Satisfactory demonstration through a
jointly developed and administered training
program and joint inspections to assess the
regulatory authorities’ capabilities.

B. Preinspection preparation includes the re-
view of appropriate records, including site
plans and drug master file or similar docu-
mentation to enable adequate inspections.

C. Ability to verify chemistry, manufac-
turing, and control data supporting an appli-
cation is authentic and complete.

D. Ability to assess and evaluate research
and development data as scientifically
sound, especially transfer technology of
pilot, scale up and full scale production
batches.

E. Ability to verify conformity of the onsite
processes and procedures with those de-
scribed in the application.

F. Review and evaluate equipment installa-
tion, operational and performance qualifica-
tion data, and evaluate test method valida-
tion.
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APPENDIX E TO SUBPART A OF PART 26—
ELEMENTS TO BE CONSIDERED IN DE-
VELOPING A TwO-WAY ALERT SYS-
TEM

1. Documentation

—Definition of a crisis/emergency and under
what circumstances an alert is required
—Standard Operating Procedures (SOP’s)
—Mechanism of health hazards evaluation
and classification

—Language of communication and trans-
mission of information

2. Crisis Management System

—Crisis analysis and communication mecha-
nisms

—Establishment of contact points
—Reporting mechanisms

3. Enforcement Procedures

—Followup mechanisms
—Corrective action procedures

4. Quality Assurance System

—Pharmacovigilance programme
—Surveillance/monitoring of implementa-
tion of corrective action

5. Contact Points

For the purpose of subpart A of this part, the
contact points for the alert system will be:

A. For the European Community:

the Executive Director of the European
Agency for the Evaluation of Medicinal
Products, 7, Westferry Circus, Canary Wharf,
UK - London El14 4HB, England. Telephone
44-171-418 8400, Fax 418-8416.

B. For the United States :

Biologics: Director, Office of Compliance and
Biologics Quality (HFM-600), 1401 Rockville
Pike, Rockville, MD 20852, phone: 301-827—
6190, fax: 301-594-1944.

Human Drugs: Director, Office of Compliance
(HFD-300), 5600 Fishers Lane, Rockville, MD
20857, phone: 301-827-8910, fax: 301-827-8901.
Veterinary Drugs: Director, Office of Sur-
veillance and Compliance (HFV-200), MPN II,
7500 Standish Pl., Rockville, MD 20855-2773,
phone: 301-827-6644, fax: 301-594-1807.

[63 FR 60141, Nov. 6, 1998, as amended at 69
FR 48775, Aug. 11, 2004]

Subpart B—Specific Sector
Provisions for Medical Devices

§26.31 Purpose.

(a) The purpose of this subpart is to
specify the conditions under which a
party will accept the results of quality
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system-related evaluations and inspec-
tions and premarket evaluations of the
other party with regard to medical de-
vices as conducted by listed conformity
assessment bodies (CAB’s) and to pro-
vide for other related cooperative ac-
tivities.

(b) This subpart is intended to evolve
as programs and policies of the parties
evolve. The parties will review this
subpart periodically, in order to assess
progress and identify potential en-
hancements to this subpart as Food
and Drug Administration (FDA) and
European Community (EC) policies
evolve over time.

§26.32 Scope.

(a) The provisions of this subpart
shall apply to the exchange and, where
appropriate, endorsement of the fol-
lowing types of reports from con-
formity assessment bodies (CAB’s) as-
sessed to be equivalent:

(1) Under the U.S. system, surveil-
lance/postmarket and initial/
preapproval inspection reports;

(2) Under the U.S. system, premarket
(510(k)) product evaluation reports;

(3) Under the European Community
(EC) system, quality system evaluation
reports; and

(4) Under the EC system, EC type ex-
amination and verification reports.

(b) Appendix A of this subpart names
the legislation, regulations, and re-
lated procedures under which:

(1) Products are regulated as medical
devices by each party;

(2) CAB’s are designated and con-
firmed; and

(3) These reports are prepared.

(c) For purposes of this subpart,
equivalence means that: CAB’s in the
EC are capable of conducting product
and quality systems evaluations
against U.S. regulatory requirements
in a manner equivalent to those con-
ducted by FDA; and CAB’s in the
United States are capable of con-
ducting product and quality systems
evaluations against EC regulatory re-
quirements in a manner equivalent to
those conducted by EC CAB’s.

§26.33 Product coverage.

(a) There are three components to
this subpart each covering a discrete
range of products:

§26.36

(1) Quality System Ewvaluations. U.S.-
type surveillance/postmarket and ini-
tial/preapproval inspection reports and
European Community (EC)-type qual-
ity system evaluation reports will be
exchanged with regard to all products
regulated under both U.S. and EC law
as medical devices.

(2) Product Evaluation. U.S.-type pre-
market (510(k)) product evaluation re-
ports and EC-type-testing reports will
be exchanged only with regard to those
products classified under the U.S. sys-
tem as Class I/Class II-Tier 2 medical
devices which are listed in Appendix B
of this subpart.

(38) Postmarket Vigilance Reports.
Postmarket vigilance reports will be
exchanged with regard to all products
regulated under both U.S. and EC law
as medical devices.

(b) Additional products and proce-
dures may be made subject to this sub-
part by agreement of the parties.

§26.34 Regulatory authorities.

The regulatory authorities shall have
the responsibility of implementing the
provisions of this subpart, including
the designation and monitoring of con-
formity assessment bodies (CAB’s).
Regulatory authorities will be speci-
fied in Appendix C of this subpart.
Each party will promptly notify the
other party in writing of any change in
the regulatory authority for a country.

§26.35 Length and purpose of transi-
tion period.

There will be a 3-year transition pe-
riod immediately following the date
described in §26.80(a). During the tran-
sition period, the parties will engage in
confidence-building activities for the
purpose of obtaining sufficient evi-
dence to make determinations con-
cerning the equivalence of conformity
assessment bodies (CAB’s) of the other
party with respect to the ability to
perform quality system and product
evaluations or other reviews resulting
in reports to be exchanged under this
subpart.

§26.36 Listing of CAB’s.

Each party shall designate con-
formity assessment bodies (CAB’s) to
participate in confidence building ac-
tivities by transmitting to the other
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party a list of CAB’s which meet the
criteria for technical competence and
independence, as identified in Appendix
A of this subpart. The list shall be ac-
companied by supporting evidence.
Designated CAB’s will be listed in Ap-
pendix D of this subpart for participa-
tion in the confidence building activi-
ties once confirmed by the importing
party. Nonconfirmation would have to
be justified based on documented evi-
dence.

§26.37 Confidence building activities.

(a) At the beginning of the transi-
tional period, the Joint Sectoral Group
will establish a joint confidence build-
ing program calculated to provide suf-
ficient evidence of the capabilities of
the designated conformity assessment
bodies (CAB’s) to perform quality sys-
tem or product evaluations to the spec-
ifications of the parties.

(b) The joint confidence building pro-
gram should include the following ac-
tions and activities:

(1) Seminars designed to inform the
parties and CAB’s about each party’s
regulatory system, procedures, and re-
quirements;

(2) Workshops designed to provide the
parties with information regarding re-
quirements and procedures for the des-
ignation and surveillance of CAB’s;

(3) Exchange of information about re-
ports prepared during the transition
period;

(4) Joint training exercises; and

(5) Observed inspections.

(c) During the transition period, any
significant problem that is identified
with a CAB may be the subject of coop-
erative activities, as resources allow
and as agreed to by the regulatory au-
thorities, aimed at resolving the prob-
lem.

(d) Both parties will exercise good
faith efforts to complete the confidence
building activities as expeditiously as
possible to the extent that the re-
sources of the parties allow.

(e) Both the parties will each prepare
annual progress reports which will de-
scribe the confidence building activi-
ties undertaken during each year of the
transition period. The form and con-
tent of the reports will be determined
by the parties through the Joint Sec-
toral Committee.
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§26.38 Other transition period activi-
ties.

(a) During the transition period, the
parties will jointly determine the nec-
essary information which must be
present in quality system and product
evaluation reports